
ASSURANCE STATEMENTS 


1} Professionally acceptable standards governing (ha care, irealment, and use of animals, including appropriate usa of anesthetic, analgesic, and sranqialaing drugs, prior to, during, 
and foOowtng actual research, teaching, testing, surgery, or experimentation ware followed by Ibis research fecSSty. 

2} Each principal investigator has considered aitemadves to painful procedures. 


Use Commutes (IACUC), A summary of >U tha exceptions is attached to this annual report. In 
includes a Snaf explanation of die excepBons. as well as the species and nurooer of animats affected. 

rihority to ensure the prevision of adeooei# veterinary care and to oversee the adequacy of rafter 


CERTIFICATION BY HEADQUARTERS RESEARCH FACILITY OFFICIAL 
f. >v (Chi«f Executive Officer or Legally Responsible Institutional officiai) 

' ' • foori+i^r ghgMA »«» ♦stMfc *'¥*r**%r't Oawed eAMMlwfan lie/' CoAlimn 4^ 




(b)(6), (b)(7)c 



























OPTION ALGOL U MN E EXPL A N>\ TOW gng M 

(b)(4) 


1. Registration Number; 22-R-Q009 

Number of animals used in this study; 30 . Number of animals classified as category “E s -5 

3. Species (common name)__R a bbit ofanimals used in this siudy. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

euthanized. *** *" Si9 " S Mca#n8 an animal *“» e 4»tfendn8 pain or disbess, it was 

6 ' 

113.102):; 6 n m ° e 3nd he spec!fic sectl0n number (e.g., APHIS, 9 CFR 






OPTIONAL COLUMN E EXPLANATION gn» M 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 30 , Number of animals classified as category “£” - 9 , 

3. Species (common name) Rabbit of animals used in this study, 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Three raobits experienced compound related effects and were found dead. Six rabbits 
experienced compound related effects and were sacrificed unscheduled. 

m^ans^sad^lfdPterm^fl!? f ypainand/oF distress could not be reiieved - State methods or 
ean s used to determine that pain and/or distress relief would interfere with test results (For 
Federally mandated testing, see question 6 below) ( 

euthanized. ^ WSre Si9 " S WiCa “ n8 lhat animal was experiencing pain or distress, it was 

6 ’ mmSt ICffif fZ n!X reqUi !f ? procedure? Cte “* ssew the Code of Federal 
113102)' 6 number and specific section number (e.g., APHIS. 9 CFR 

'IT? 2 2 CFR 3,Z23 < a » This reference indicates that there are 

mef More fTff * 'T, FDA ! hal describe "*** in wNch Itese requirements may he 

met. More specific guidelines may be found in the following: 

£ p S f 6t i D Udie f for 1116 GOnduc} of human Unreal trials for pharmaceuticals 
published in the federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMNS: EXPLANATION FORM 

(b)(4) 

1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 30 , Number of animals classified as category “E”- 7 . 

3. Species (common name),. Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress, 

These rabbits were dosed with a pharmaceutical compound. 


One rabbit experienced compound related effects and was found dead. Six rabbits 
experienced compound related effects and were sacrificed unscheduled. 

me°£ Why - P3in 3nd/0r distress could not be reiieved - State methods or 

FederalhfmtLtrfS? 6 h Pam 3nd/ ° r diStr6SS reilef WOuld interfere with test *sults. (For 
federally mandated testing, see question 6 below) 


As soon as there were signs indicating that 
euthanized. 


an animal was experiencing pain or distress, it was 


6 ' SS' Ul3ti0 T req T ,hls Procedure? Cite the agency, the Code of Federal 

113102)' S ~ FR We numtler and the specific section number (e.g„ APHIS, 9 CFR 

The genei ai reference is 21 CFR 312.23(a)(8), This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements may be 
met. More specific guidelines may be found in the following: 1 

Ifehed' ’STtol'S f*? for *2 conduct °< human «*** ** * phamtacouticals 
published in the s-ederal Register on November 25, 1997 (62 FR 62922) 


OPTION AL TOITlWm^Ygf 

(b)(4) 


TM 


1. Registration Number; 22-R-0009 

2. Number of animals used in this study; 30 . Number of animals classified as category F - 2 . 

3. Species (common name) Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Two rabbits experienced compound related effects and were sacrificed unscheduled. 

5 ' so T* i “ sMcaton wh T Pain and/or distress could no! be relfeved State methods o 

Federalh. maS-1iTs?n ‘ ha ' ^ diS,feSS relief would in,erfere w '" 1 test results (Fo 
reaeraity mandated testing, see question 6 below) 1 

eX°nfefi " ere S ' SnS indiCa “" S ,hal an a " lmal “ “»ing pain or distress, it was 

6 Retaliations' ISof Iff' Jlal '°" k S requ ”, e ,his P^edure? Cite the agency, the Code of Federal 
113.102)- R We number and 9,6 “I** *•*" number (e.g„ APHIS, 9 CFR 

™ s reference “*« M »» am 

g oel nes available (ram the FDA that describe ways in which these reouirements mav he 
met. More specific guidelines may be found in the following: Q ma V * 

IfeSte S? fW *1? ° f human cliniral “a for pharmaceuticals 
P oiisned m the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPI 

(b)(4) 

1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 15 . Number of animals classified as category *E“ - 6 

3. Species (common name)_Rabbit of animals used in this study, 

4. Explain the procedure producing pain and/or distress, 


These rabbits were dosed with a pharmaceutical compound. 

Four rabbits experienced compound related effects and were found dead One rabhit 

SiSSS^ “ & — 

l j f tification wh V P ain and/br distress couid not be relieved. State methods or 
Federally W ° U ' d ^ With teSl resu,ts ' 

eu Wzed ' hera Wefe Si9 " S inC " Catin9 ta ' an animal was ^^ing pain or distress, il was 


Slate' [cm ft nlimto 69 "^ 2* °" e ,hS ,hs Code »' Federal 

T1S102)- 6 number and the s P e afic section number (erg., APHIS, 9 CFR 


JJiSltS iS 2 ™» reference indicates tat tare ate 

guidelines available from the FDA that describe ways in which these requirements mav 
met. More specific guidelines may be found in the following reqU,remen,s may ** 

I! ® N “ ldl ™ ca l ssfety studies for ta conduct of human clinical Inals for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



A TIA4! i r\ 

(b)(4) 


r tM 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study: 100 . Number of animals classified as category -F - 2 . 

3 Species (common name) Rabbit of animals used in this study. 

4, Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

eutS. tere Were Si9ns “ Ca,ins ** an expsnencin S pain or distress. * was 

6 ' Sa S' “ R)' KSTn? If Pr0Ce ? Ure? Cte ** ,he Code ° f Fetol 
113.102)' K b d he Specjfic section number (e.g., APHIS, 9 CFR 

g T utete7al r Se n ta LTnam 2 . 2 ? 1 ® Ihis referem *» *•» are 

-» «« aK? 

~3aa;!'ssssg'<-“ 


OPTIONAL COLUMN E FXPI 4MATIA1W 


1. Registration Number; 22-R-0009 

2- animais used in this study: 125 .Number of animals classified as category ■£• -6 . 

3 Species (common name) Rabbit of animals used in Ibis study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

zs “ — 

5 ' *>• l» relieved. State methods or 

Federally mandated testing, see quetta 6 fif ***” '* ,est rea * s ' 

eutaizS Bter ' ! " ere S ' 9 " S “*“**' ltat a " animal was experiencing pain or distress, it was 

6 ' Icfr) 1 JTSM me 2” ! ? ite ,he v * * Fe « 

113102): nUmDe and the s P ecific action number (e.g., APHIS, 9 CFR 



OPTIONAL COLUMN E EXPLANATION FORM 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 30 .Number of animals classified as category "E'-1 . 

3. Species (common name) Rabbit of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

One rabbit experienced compound related effects and was sacrificed moribund. 

5 ‘ milt SCi f l i®***" wh > 1 P aln and/OT stress could not be relieved State methods or 

Feder* mailt a M and,or dis,ress nelief *“*i interfere with test res Jts (For 

i ederally.mandated testing, see question 6 below) 1 

eutoM. #,ere >,ere Si9 " S indiCa1 '" 9 ** an animai was “P^oing pain or distress, It was 

6 ' 2S' ££? If ulali0 T re<,uire Ws P roradure? * the agency, the Code of Federal 
113.102)- CFR 16 nUmber 3nd &1e SpeCifiG number ( e -9 - APHIS, 9 CFR 

The genera! reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements mav be 
met. More specific guidelines may be found in the following: Q ma V 

DuWkhS^fh 0 c S H ft ^ n tudies for the conduct of human clinic ai trials for pharmaceuticals 
published in the Federai Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1 . Registration Number: 22-R-Q009 

2. Number of animals used in this study: 30 . Number of animals classified as category “E“- 3 . 

3. Species (common name) Rabbi t of animats used in this study, 

4. Explain the procedure producing pain and/or distress. 

These rabbits were dosed with a pharmaceutical compound. 

Two rabbits experienced compound related effects and were found dead. One rabbit 
experienced compound related effects and was sacrificed unscheduied, 

5. Provide scientific justification why pain and/or distress couid not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

As soon as there were signs indicating that an animal was experiencing pain or distress, it was 
euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specie section number (e.g., APHIS, 9 CFR 
113.102): 

The general reference is 21 CFR 312.23(a)(8), This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements may be 
met. More specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (82 FR 62922) 


OPTIONAL COLUMN E EXPLANATION FORM 


1- Registration Number: 22-R-0009 

2, Number of animals used in this study -2, Number of animals classified as category “E* - 1 . 

3, Species (common name) — Non-human Primate of animals used in this study. 

4, Explain the procedure producing pain and/or distress. 

This primate was dosed with a pharmaceutical compound. 

This monkey experienced compound related effects, primarily muscle tremors and diarrhea. 

5 ' rii S r!! Cati l n f ypain f d/or distress could not be relieved State methods or 

SSL?? d !? ne hat patn and/or distress re!ief would interfere with test results. (For 
. &derally mandated testing, see question 6 below) 

Iii!f P nf rP0Se ° f i hiS j^ dy was t0 determine the toxicity of the compound. In these cases the 
re.se, of pain and/or distress would have defeated the purpose of the study. 

6 ' requlre this P rocedure? Cite the agency, the Code of Federal 

Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

i he general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements may be met 
More specific guidelines may be found in the following: 

,or *» of human clinical Inals for pharmaceuticals 

puDiished in the Federal Register on November 25, 1997 (62 FR 62922) 




(b)(4) 

1. Registration Number; 22-R-0009 

2. Number of animals used in this study - 2. Number of animals classified as category “E 8 - 2. 

3. Species (common name) — Non-human Primate__ of animals used in this study, 

4. Explain the procedure producing pain and/or distress. 


These primates were dosed with a pharmaceutical compound. 

ac7«r2a TSZXT ?** effec,s ' such as diarrtea ' ^creased locomotor 
activity, ataxia and emesis. One of the two was sacrificed unscheduled for humane reasons. 

5 . Provide scientific justification why pain and/or distress could not be relieved State methods or 

“ paln and/w dis,ress relief “■*» <* <2 SSX 

reoeraiiy mandated testing, see question 6 beiow) 


wa^eutham^Fnflf’S ^ ^ W3S ex P eriencin 9 significant pain and distress it 
intervention was necessary ’ WIWe n0t COnsidered to be so severe that 


6 , 


re ?r this procedure? Cite the agency, the Code of Federal 
g- to s (CFR) title number and the specific section number (e.g„ APHIS, 9 CFR 1 13.102): 


The general reference is 21 CFR 312.23(a)(8). This reference 
guidelines available from the FDA that describe ways in which 
More specific guidelines may be found in the following: 


indicates that there are 
these requirements may be met. 


1 ) M3 Nonchmcal safety studies for the conduct of human clinical trials for pharmaceuticals 
pub.ished in the Federal Register on November 25, 1997 (62 FR 62922) 



COLUMN E EXPLANATION FORM 

(b)(4) 


(b)(4) 


1. Registration Number: 22-R-0009 

2 Number of animate used in Ibis study - 58. Number of animals classified as category T - 9, 

3. Species 'common name) — Non-toman Primate of animals used In this study, 

•+. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

—on, decreased 

5 ' an<tor stress could not be relieyed. State methods or 

SalN maS2S! Pam and, ° r dlstress relief would interfere f«t results. (For 
f-eaeraiiy mandated testing, see question 6 below) 

2j/y cse of this stuc| y was to determine the toxicity of the compound In these cases the 
relief or pain and/or distress would have defeated the purpose of the study. ’ the 

6 ’ Reo a uUioTI^?m?ff e9U!a l° nS fe ? U ' re {his P rocedure? Ci 'e the agency, the Code of Federal 
9 (C R) title number and the specific section number (e.g., APHIS, 9 CFR 1 13,102)' 

"tlf? is 21 CFR 31Z23 m This reference indicates that there are 
More speti«rguidelines m may betad tSSSSm ^ **** ^ ^ 



OPTION AL COLUMN V FVPI AM ATirw 


(b)(4) 


1. Registration Number: 22-R-0009 

Number of animals used in this study - 14. Number of animals classified as category “E* - 3. 

3. Species (common name)_Non-human PHmate_ of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

i hese primates were dosed with a pharmaceutical compound. 

£ 2™ 1 com P° un « »*»W effects, such as diarrhea for >4 consecutive 

^"anced clinical signs such as diarrhea, decreased locomotor 
activity and emesis and was sacnficed unscheduled for humane reasons. 

5 ' %pain and/or distress could not be relieved. State methods or 

paln and/or d!s::ess re »« f would interfere with test results (For 
i-ederaily mandated testing, see question 6 below) 1 

was^uth anized^ihTstinc f S 5* ? a " lmal was "W"** significant pain and distress it 
was neSsa^' * ere °* “" sldered ,0 ** 50 »*» « intervention 

6 11115 ? 0 “ dUre? * 11,6 a8ency ’ the Code 01 Federal 
regulations (LFR) title number and the specific section number (e.g„ APHIS, 9 CFR 1 13.102): 

The genera! reference is 21 CFR 312.23(a)(8). This reference indicates that there are 

«" !■"«“ '“mSSSS,* “* 



OPTIONAL COLUMN E EXPLANATION 1,-npvi 


1. Registration Number: 


22-R-0009 


2. Number of animals used in this study - 32. Number of animals classified as category “E” - 9. 

3. Species (common name)_Non-human Primate_ of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

compound re,a,ed ^ » <**"»*» ^ >4 00^^ 

MrtTSsssrs clWcal t such as ateia ' “ 

reasons, Y ’ m d esis and were sacrificed unscheduled for humane 

1 SlSS" whypaln and ^*lfess could not be relieved. State, methods or 
Federally mandating', Sf "* ** ^ < For 

Stef oS and/or ff '** “ le talcity of c “ npound - ln these cases, the 
were signs that animals were experiences 

6 ” 

ZSSESSSl 1 ™ 3 ,l 2 ; 2 i (a!( ?' ™ S referenca ***• M tere are 
More specific guidelines may be found tChe follo^'" Wh ' Ch "’ eSe may be met 




OPTIONAL COL UMN E E XPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 32. Number of animals classified as category “E" - 3. 

3. Species (common name) — Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

ex P erienced com Pound related effects, two experienced diarrhea for 5 
consecutive days and one experienced diarrhea for 7 consecutive days. 

5. Provide scientific justification why pain and/or distress could not be relieved State methods or 

FeTeTalNmaJdateri^ 6 ** Pa ' n ^ d ' stress rellef Wou!d interfere with ?est results. (For 
reoeratly mandated testing, see question 6 below) 

Sfef P o( r Sf»rfWH S *d y W3S dete ”' ne ‘“‘“'t' of tt,e “mpound, in these cases, the 
relief of pain and/or distress would have defeated the purpose of the study. 

6 ' Rif 1 Ii a i fcn7r?pSf a f l,ff 9Ula ^ >nS ra ?T i Ws P rocedure? Cite •* agency, the Code of Federal 
g- ahons (CrR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
Mn?e ttf ,r a H , *“ FDA ' hal describe in »•«> these requirements may be met 

More specific guidelines may be found in the following: ' 

DubfeStoF^S p Udie , S f " “I? C ° dduct of huma " clinical for Pharmaceuticals 
published sn the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION bopm 


(b)(4) 


1. Registration Number: 22-R-Q009 

2. Number of animals used in this study - 8. Number of animals classified as category “E" - 1 , 

3. Species (common name) — Non-human Primate of animals used in this study. 


4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceuticai compound. 

This monkey experienced compound related effects, primarily diarrhea for 5 consecutive days 


J 'f tificati T why pain and/or distress could not be relieved. State methods or 
d w dete ™ ne that P ain and/or distress relief wouid interfere with test results. (For 
Federally mandated testing, see question 6 below) 


Iii!S° Se 0f i h ' S ?i dy was t0 determine the toxicity of the compound. In these cases, the 
relief or pain and/or distress would have defeated the purpose of the study. 

6 ' Rentii-S^ul re9g,a i° nS feqUire this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 

^ the FDA that descrifae ways ln which these requirements may be met. 
More specific guidelines may be found in the following: 

mIS’SSSj p tUdie f fW th M C0nduct of human ciinical triais for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 




OPTIONAL COLUMN E EXPLANATION POKm 


(b)(4) 

1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 1 0. Number of animals classified as category “E" - 2, 

3. Species (common name) — Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 


Two monkeys experienced compound related effects, primarily diarrhea and emesis. 

Provsde scientific justification why pain and/or distress could not be relieved. State methods or 
mean S used to determine that pain and/or distress relief would interfere with test results. (For 
. ederaily mandated testing, see question 6 below) 


n° Se ° f i hiS j^ dy was t0 de{ermine the toxicity of the compound. In these cases, the 
re.ief of pain and/or distress would have defeated the purpose of the study. 

6 ' S ..' lL any ’ 1 rrr?^ 9Ul3l i° nS "’S* 9 this P |ooedllre7 Cite tie agency, Ihe Code of Federal 
regulations (vFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

ihe general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 

? 4 ni e ln eS T Vai a ? 8 r fr ° m the FDA that describe ways in which these requirements may be met, 
specific guidelines may be found in the following: 

S Ud ! eS f0r the conduct of human clinical triais for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 

1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 5. Number of animals classified as category “E" - 4, 

3. Species (common name) — Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 


One monkey experienced compound related effects, primarily ataxia, decreased locomotor 
c^ity and emesis. One monkey experienced compound related effects, primarily diarrhea 
and emesis. One monkey experienced emesis and diarrhea and was sacrificed moribund. One 
monkey experienced emesis for 7 consecutive days and was sacrificed unscheduled for 


5. 


Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

ff of ^ ls ® tudy was { ° determine the toxicity of the compound. In these cases, the 

d ! StfeSS W0tJldhave defeated the P 1 ^ of the study. As soon as there 
were signs that animals were expenencing significant pain and distress they were euthanized, 

plniti Jinnc vSSlf egUia l 0nS require this procedure? Cite the agency, the Code of Federal 
Keguiations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
g (defines available from the FDA that describe ways in which these requirements may be met 
More specific guidelines may be found in the following: y 


1)i 



b r U A ’ iL. r- w iiMiMMiKWHillvai UiGIiO H 

nshed in the Federal Register on November 25, 1997 (62 FR 62922) 



°PTIONAL COLUMN E EXPUMTIONmRM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 32. Number of animals classified as category “E” - 14. 

3. Species (common name)__Non-human Primate__ of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 


Eleven monkeys experienced compound related effects, primarily emesis for 3 consecutive 
/s ‘ Two monkeys experienced decreased locomotor activity for 3 consecutive days One 
monkey experienced emesis and was sacrificed moribund. * ' 

3 l!?, Sf j: f tirlcati0n why pain and/or distress could not be relieved. State methods or 

Fprto?if° ed h3t pa,n and/or distress re|i e f would interfere with test results. (For 

Federally mandated testing, see question 6 below) 

L? pu t rp0Se ° f ^ ls aiudy was to determine the toxicity of the compound, in these cases, the 
relief of pain and/or distress would have defeated the purpose of the study. As soon as there 
were signs that an animal was experiencing significant pain and distress it was euthanized. 

6 ' SJS ',r?m i re8ula “ ons ref f u ' re Procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

The genera! reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
g delmes avaiate from the FDA that describe ways in which these requirements may be met. 
More specific guidelines may be found in the following; 



1) M3 Nonclinical 

-I , — .viuutui Human UlMiUSI Ul«Jli> jg 

published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1 . Registration Number: 22-R-0009 

2. Number of animals used in this study - 10. Number of animals classified as category “E" - 4. 

3. Species (common name}, Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

One monkey experienced compound related effects, primarily ataxia, decreased locomotor 
activity and diarrhea and was sacrificed unscheduled for humane reasons. One monkey 
experienced compound related effects, primarily diarrhea and was found dead. One monkey 
experienced compound related effects, primarily diarrhea for more than 4 consecutive days, 
One monkey experienced compound related effects, primarily decreased locomotor activity for 
4 consecutive days. 

5. Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the 
relief of pain and/or distress would have defeated the purpose of the study. As soon as there 
were signs that an animal was experiencing significant pain and distress it was euthanized. 

6. What, if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations : (CFR) title number and the specific section number (e.g„, APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements may be met. 
More specific guidelines may be found in the following: 

1) M3 Nonclinical safety studies for the conduct of human clinical trials for .pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUM^E EXPI4NATI0N.]W>HM. 

(b)(4) 

1. Registration Number: 22-R-0009 

2. Number of animats used in this study - 12. Number of animals classified as category “E !> - 1 

3. Species (common name) — Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 


This primate was dosed with a pharmaceutical compound. 

This monkey experienced compound related effects, primarily anorexia for 3 consecutive days. 


5 ' mi 6 ] f tification wh y P ain and/or distress could not be relieved. State methods or 

that pa,n and/or distress re!iefwould interfere with test results. {For 
Federally mandated testing, see question 6 below) 1 

Tne purpose of this study was to determine the toxicity of the compound. In these cases, the 
relief of pain and/or distress would have defeated the purpose of the study. 

6 ' S'! 9Ula l° nS re ? U ' re th ' S procedure? Cite the a 9ency, the Code of Federal 

Regulations ■ CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 1 3.102): 

The general reference is 21 CFR 312.23(a)(8). This reference indicate that there are 

*avar, a le from the FOA that describe ways in which these requirements may be met. 
vlore specific guidelines may be found in the following: 


f die f f ° r *1? COnd “° l 0f human dinical Wals f " Pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 32. Number of animals classified as category “E" - 9, 

o, Species (common name) Non-human Primate of animate used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Eight monkeys experienced compound related effects, primarily emesis for 3 consecutive 
days. One monkey experienced diarrhea for 3 consecutive days. 

1 Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test resuits. (For 
federally mandated testing, see question 6 below} 

' purpose of this study was to determine the toxicity of the compound, in these cases the 
relief of pain and/or distress -would have defeated the purpose of the study. 

6 ' ^' na{ ; federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulators (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102): 

( he general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines avaiiable from the FDA that describe ways in which these requirements may be met 
More specific guidelines may be found in the following: 

1).M3 Nondinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 

1- Registration Number; 22-R-0009 

2. Number of animals used in this study - 52. Number of animals classified as category “E fi - 14. 

3. Species (common name) — Non-human Primate of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These primates were dosed with a pharmaceutical compound. 

Eleven monkeys experienced compound related effects, primarily emesis. One monkey 
experienced .abored respiration and was sacrificed unscheduled for humane reasons Two 
monkeys experienced leg injuries and were sacrificed unscheduled for humane reasons. 


5. 


Provide scientific justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results (For 
Federally mandated testing, see question 6 below) 


The purpose of this study was to determine the toxicity of the compound. In these cases, the 
relief of pair i and/or distress would have defeated the purpose of the study. As soon as there 
were signs that animals were experiencing significant pain and distress they were euthanized. 


A/hat it any federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 1 13.102); 

The general reference is 21 CFR 312.23(a)(8). This reference indicates thatthereare 
guidelines available from the FDA that describe ways in which these requirements may be met. 
More specific guidelines may be found in the following: 


^ sludies for the induct of human clinical trials for pharmaceuticals 

published in the Federal Register on November 25, 1997 (62 FR 62922) 


OPTIONAL COLUMN E EXPLANATION FORM 

(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study - 24. Number of animals classified as category *E” - 4, 

3. Species {common name) — Non-human Primate, of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These pnmates were dosed with a pharmaceutical compound. 

Four monkeys experienced compound related effects, primarily emesis . 

5. Provide scientific justification why pain and/or distress couid not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results (For 
Federally mandated testing, see question 6 below) 

The purpose of this study was to determine the toxicity of the compound. In these cases, the 
relief of pain and/or distress wouid have defeated the purpose of the study. 

6. What if any, federal regulations require this procedure? Cite the agency, the Code of Federal 
Regulations (CFR) title number and the specific section number (e.g., APHIS, 9 CFR 113.102): 

The general reference is 21 CFR 312.23(a)(8). This reference Indicates that there are 
guidelines available from the FDA that describe ways in which these requirements may be met. 
More specie guidelines may be found in the following: 

1) M3Nonciinical safety studies for the conduct of human clinical trials for pharmaceuticals 
published in the Federal Register on November 25, 1 997 (62 FR 62922) 


CO 


OPTIONAL COLUMN E EXPLANATION FORM 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 3 . Number of animals classified as category “E” - 3 

3. Species (common name)_ — Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 


These dogs were dosed with a pharmaceutical compound. 

Sum ater dosing thiS ^ experienced com P ound related effects and recovered within three 


5. 


Provide scientific justification why pain and/or distress could not be relieved, 
means used to determine that pain and/or distress relief would interfere with 
Federally mandated testing, see question 6 below) 


State methods or 
test results. (For 


5T°° n « L"!!!H Wer ! si9ns indicalin 9 m an animal experiencing pan or distress the 
study was stopped and no more compound was administered. 

Eli!!' Kfpf J! gulation , s requi ^ e {his Procedure? Cite the agency, the Code of Federal 
113 102^ nS CFR nUmber and the s P® cific section number (e.g., APHIS, 9 CFR 

The generai reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guideline^ available from the FDA that describe ways in which these requirements may be 
met. More specific guidelines may be found in the following: 

lMJhS nC! S Ca cS fetS I S udies for the conduc{ of human ciinical triafs for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 


1. Registration Number: 22-R-0009 

2 . Number of animate used in this study: 40 , Number of animals classified as category “E” - 2 

3.. Species (common name)_ — Dog of animals used in this study. 

4, Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound, 

compound related effects. experienced * < »r m» consecutive days as 

" mea^uSS ? hy . pa ' n and/or distress could n0{ be Sieved. State methods or 
Federal^ h T'T ha p3 ' n and/ ° r distpess relief would interfere w!th test results. (For 

Federally mandated testing, see question 6 below) 1 

The clinical signs were not deemed so severe that intervention was necessary. 

6 ' Si! Zl‘ !rim' lhis procedure? Cite ^ agency, the Code o( Federal 

113 102)- GFR 16 number anb the specific section number (e.g., APHIS, 9 CFR 

ImT 31 "ITT iS 21 CFR 312 ' 23 ( a )( 8 )' This reference indicates that there are 
mi? y ? ® fr ° m the FDA tha t describe ways in which these requirements may be 
met. More specific guidelines may be found in the following: y 

pubfeheTteThe a FeriS ^ conduct of human clinicat trials for pharmaceuticals 
puonshed in the Federal Register on November 25, 1 997 (62 FR 62922) 





° PHONAL COLUMN E EXPLANATION FQRM 


1. Registration Number: 22-R-0009 

2. Number of animate used in this study: 4 . Number of animats classified as category IT ■ 2 i. 

3. Species (common name) Dog of animate used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

SpeSced* toeaSd Inm T 1 l0 t° m0,0r ac,iVily ® a com P°uncl rel * d effect. One dog 
expenencsd decreased locomotor actiwty and ataxia as a compound related effect. ' 8 

5 ' y ' Pain a, nd, T diStreSS C ° UW r ' 0,be refeVed - S «* Of 

tst refef wou,d interfere * test "■* ,For 

The clinical signs were not deemed so severe that intervention was necessary. 

6 ' Regulations' Km K“Sf req T “ s procedure? Cite the *8™* the Code of Federal 
113102) 1 R Umbef 3nd ttl8 Sp6C,fiC Section number < e '9- APHIS, 9 CFR 

JIi delta aSS iS S! %™ Z23SS » ™ S ,eferenra <"**» lha ‘ Me are 
met. More b ° 




OPTIONAL COLUMN E EXPLANATION, EQBM 


(b)(4) 


1. Registration Number: 22-R-0009 

2. Number of animals used in this study: 18 . Number of animals classified as category *E* - 5 

3 S P ecies name) — _Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 


These dogs were dosed with a pharmaceutical compound. 

Four dogs experienced the compound related effects of emesis in this study. 

5. Provide scientific justification why pain and/or distress couid not be relieved State methods or 

FeXalltmtnItdrf 6 th3t P3fn and/ordistress relief wouW interfere with test results. (For 
Federally mandated testing, see question 6 below) 

The clinical signs were not deemed so severe that intervention was necessary. 

6 ‘ 5S' SSf "* P roo * ure7 Cte vm the Code of Federal 

113 102) CFR mber and ^ e s P ecific secOon number (e.g., APHIS, 9 CFR 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 

mef MnS avaiia f bie fr ° m , the FDA that describe ways in which these requirements may be 
met. More specific guidelines may be found in the following: 

pibfeheTin ' "hf F pS p Udi6 f f ° r C ° nduCt 0f human clinical tria!s fof Pharmaceuticals 

punished in the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 


(b)(4) 


1. Registration Number: 22-R-0009 

2 . Number of animals used in this study: 52 . Number of animals classified as category “E i! - 9 , 

3. Species (common name) .Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 



Provide scientific justification why pain and/or distress could not be relieved State methods or 

Sallt maSaSte'I! 6 Pai " dis,ress refef wouW in,erfere with 1851 results (For 
reaerally. mandated testing, see question 6 below) 


The clinical signs were not deemed so severe that intervention was necessary. 

6 ’ Regulations' Sr? I equi '? I® procedure? Ci ' {e the agency, the Code of Federal 

113.102)- 1 1 i6 number and the specific section number (e.g., APHIS, 9 CFR 


The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 
guidelines available from the FDA that describe ways in which these requirements mav be 
met More specific guidelines may be found in the following aments may be 

piblis hedin'SrtS X “t? C ° ndUCt °* bUma " eWca ** for Pharmaceuticals 
puDiisned in trie Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION moM 


(b)(4) 

1. Registration Number: 22-R-0009 

2 . Number of animals used in this study: 32 .Number of animals dassitied as category 'F - 13 , 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 


thaflfd^^S 06 ! COmpound related effec{s in this study, such as diarrhea for more 
unscheduled 09 expenenced com P° u "d related effects and was sacrificed 


5. Provide scientific justification why pain and/or distress couid not be relieved State methods or 

means used to determine that pain and/or distress relief would interfere with test results (For 
Federally mandated testing, see question 6 below) { ° f 

was S °e 3 utha S nbS e it* S" P ? 19 ! hat 80 animal was experiencing pain or distress, it 

Werventta wSn^scT "" '° be 50 se,ere ,haf 

6 SataT !?cm ' "***? U" procedure? Cile ^ a 9 a "<* the Code of Federal 

111 102)' 6 nUmber and s P ec ^ c section number (e.g., APHIS, 9 CFR 

The general reference is 21 CFR 312.23(a)(8). This reference indicates that there are 

meftnf 3Vaila r b!e fr ° m r the FDA m describe ways in which these requirements may be 
et. ivlore specific guidelines may be found in the following: 

f diS f f0r °1? conduct of human dinical Wals pharmaceuticals 
published »n the Federal Register on November 25, 1997 (62 FR 62922) 



OPTIONAL COLUMN E EXPLANATION FORM 

( b )( 4 ) | (b)(4) 

1. Registration Number: 22-R-G009 

2. Number of animals used in this study; 1 0 . Numbef of animals classified as categoiy T - 1 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 


COmPOUnd "*** effecls in Ws sta *> ** » diarrhea for more than 3- 

5 "° tbe "*«*<- State methods or 

“ d Werfere - « ffpr 


The signs were not considered to be so severe that intervention was necessary. 

6 ' Regulations' (CFR) ' «T miXT? X pracedure? Ci,e •“ a 9“* tte c <* of Federal 
113.102)- R mbSr and he sp8c,fic section 'ic-mber (e.g,, APHIS, 9 CFR 


The general reference is 21 CFR 312.23(a)(8). This reference 
guidelines available from the FDA that describe ways in which 
met. More specific guidelines may be found in the following- 


indicates that there are 
these requirements may be 


i ) M3 Nonclinicai safety studies for the conduct of human 
published in the Federal Register on November 25, 1997 


clinical trials for pharmaceuticals 
(62 FR 62922) 




OPTIOHALCOLUM^O!TOUNatioN FORM 

(b)(4) 

1, Registration Number: 22-R-0009 

2, Number of animals used in this study: 24 . Number of animals classified as category “E" - 5 . 

3. Species (common name) Dog of animals used in this study. 

4. Explain the procedure producing pain and/or distress. 

These dogs were dosed with a pharmaceutical compound. 

Five dogs experienced compound related effects in this study, such as muscle tremors and 


5 Provide scl ® ntifi c justification why pain and/or distress could not be relieved. State methods or 
means used to determine that pain and/or distress relief would interfere with test results (For 
Federally mandated testing, see question 6 below) 

The signs were not considered to be so severe that intervention was necessary. 

6 ' EatS SSf [7““' *1™ procedure? Cite the agency, the Code of Federal 

113102° nS CFR 6 number and the specific section number (e.g, APHiS. 9 CFR 


iS 2 CFR 3-! 2.23(a)(8). This reference indicates that there are 
guidefmes available from the FDA thatdescnbe ways in which these requirements may be 
met. More specific guidelines may be found in the following: 

™ ,wi2hoa riCll fh Ca c S f et) I S UdieS for the conduct of human c!inical trials for pharmaceuticals 
published in the Federal Register on November 25, 1997 (62 FR 62922) 


